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Abstract: 



PURPOSE: To provide an emulsion containing a polyene antifungal antibiotic and a phospholipid in a specific ratio, 
having an average particle diameter in a specified range, reduced in the hemolytic toxicity and nephrotoxicity and 
enhanced in the migration of the medicinal ingredient to infective sites. 

CONSTITUTION: An emulsion contains 0.005-5%(W/V) of a polyene antifungal antibiotic (e.g. amphotericin B), 0.5- 
25%(W/V) of a phospholipid, preferably york lecithin, and a proper amount of water as essential ingredients, has an 
average emulsion particle diameter of ^lOOnrn, and does not contain particles having diameters of ^lpm. Compared 
with conventional liposome preparations and fat emulsions, the emulsion has extremely fine emulsion particle 
diameters and excellent stability, is reduced 10 the non-specific intake of the medicinal ingredient by endothelial cell 
tissues, etc., and further has an activity to maintain the concentration of the medicinal ingredient in blood. 

COPYRIGHT: (C)1992, JPO&Japio 

Int'l Class: A61K03171 A61K009107 A61K00914 A61K04724 

MicroPatent Reference Number: 001298473 
COPYRIGHT: (C) JPO 



i.abt 
2dEF 
5.hiE 



PatentWeb Edit Return to Help 
Home Seardi Patent List 



For further information, please contact: 
Technical Support | Billing | Sales | General Information 



®B*mft¥tfr(jp) © ft m & m £ m 
® & H4#fF^# (A) ¥4-173736 

©IntXl. 5 JtF^S#^ W4^(1992)6^22B 

A 61 K 31/71 ADZ 9164-4C 

9/107 F 7624-4C 

9/14 M 7624-4C 

47/24 H 7624-4 C 

Z 7624-4 C 

@# m ¥2-301638 

@ft I® ¥2(1990)11^6 5 



bj; a o 

l . £ sj © * # 

51 ft 
2 . #St£*©eS0i 
( 1 ) LT. # 'J x v ft K ffl ft £ «5 

5 % (w/vK 'J v B©3?0. 5-25% (w/v) 

BSTSo ffL<MU *%8Jli. ¥L3?lfc?©¥i§& 

b& r * 6 <t s & a % it m a a * © 3a £ e & & a tc 



T i * r 9 > B n-5 # »J x y IftKffl 

r**f3-*«^h »j o AiiiiHfitt . gut 

r »J f^B^a^tici^lrtjntt/: (Sxoka. 
F. C. Jr, et al.. Ant io i crob i a 1 Agents and 
Chemotherapy. 31, 421-429. 1987. CBT r^flfc 

1 J ) > Kirsh. R. et al. Journal of Infectious 
Diseases. 158. 1065-1070. 1988. CJEIT r jfcfilt 

2 j ] , *HB63- 66123*&?K CJ£tT t JU& Z j 



-243- 



3 , ft) . 

K«^»Sa»a^BSK9l3HM3Hrt. T a * f U •> 
TabSa*tt©««EOt*Ttt ft 

nai©a£&tf$£ttcffi£a&*&t>. 
^Ku aaaEJistt**©***^**^-? 

&&^#ffi*©M^©&&fflmj&£LTI&;8<*nx 



*38?8©gllis E&ffifiEft* LT, * 'J x v 
*L»tt*©¥l*tt* S # 5 n«JEl± lOOnm*® 



?*r,H¥4-17373B (2) 

± «8 it ^ © IE E li , C ©&«3#iBiK.aE£r<5 0 , 

a«©MSRtf$£tt±Crt*tt*£**rL, w 
©S»3^5£J55r^c^^Sff-C5o^o 

fflff©tt*C J: 0£ttl*3*#»)£*-r* a ut 

*©-a#ftjgatticsisLa«i*»?RT4o c 
©ita»36mc^atta&c©*a«8*<a*r 

rttta8*eksraci©aattRc;!^att*«±i: 
jnxrasftBtt^©a«B»nttc ban 



©U*y-A»«aailBK3Lfl-Ctt»*ct3ft«-e 
*&#*asB£J:^T*n»Ta$>frCLfcfc©T? 

5noJ£i± 100nn$a©&BftK:&£;: 

t*«»«rtRaicj:4«oi&*sa©fcftiif* u 
a»a*ca** nrt* caff * 



-244- 



ill. t«*©t>©J: 0^fi©*«8!ft4T?^*£l± 
7 a * -f 'J '>vB*^^r5**M9L<b»*W«fi 

etffi^n, d©??3&&»ii. &^-&©&«3©?? 

yB©ft^©#ffG*£fc#>T{ff#C-t&c£# 



£ ( & « 0(1 5 ) „ 

TA*Ti)->yB90*'Jivljtsaia 
£«5JTii. it«fl^^KS«»«5"C*0. * « * 

* £ fl jJ C J: n If . T a * r 'J *> > B « 11 „ 'J > Bg 
RlC?l<fc*nfcttl5i;:**fc«K ai®3«^^ 

ia4ftR*A*Lfcsestt attest ft »ttffl»-e 

0«fiE$n, COZ.t\ZX0, * » WE * ^ T fcj 



fi. * 'j x ^iaH8i?i±fc)55 0. 005 - 5 % (w/v). 
^/-^r ; * * 7 7 * *>* ^ * 'J x * * 7 



t >' 4 ^ ^ h - ju v xf y^/'J to 

7 T * { s Jts 3 U v , 7C 5 * * 7 r * '>* ^ 3 U > , 

*>* )U * Y >f JU * x 7 t f" -»b 3 'J > ^ *>" S 'J X 

h -f + X 7 t f- ^ ^ 3 »J V % i/'^f To>(;it. 

^ 7 t * *>" ^ 3 U V x i- U * >f ;u * X 7 t f" ^ 

>U □ IJ y , ■>* 7s T T O >f Jl/ +v ^ 7 T ^ ^ ;u Tj -fe 

o - ;i/ , ^ /< >fU i h A * ^ 7 r * *>* ^ ^ 'J -t o 

- ;u % U M**^7rf f'^/Ho- 

T U T $ y „ *>'-fe^^l/*^7*-F, *^7r 
^^^©^ * ^ "7 t ^ ^Vb^ »; -fe o ->rb^©^fQ 



-245- 



* © flD JE « W 5t + * * 4 - , 7 Oo7JM 

^H-, ffl § » * * * 4 <r - 3 E J: 0 3c £ C 

* u W US::**-??**. 

♦ amafis*!©****^ aw. ^^ssas, 

* 5. 

^■C$i 0 en $©»»». *Sffijt&ff^©B*Q 
& 5 5 G li . t©§ficetTSfl:«t5ci 



?*naT- 4-17373U (4) 
b »c ie i; r a bb ( w x a a a a * s a » ■* a 

* e ft a * * ^ * a w ?ut « ;i * ® 
a^**©iSJocj:^rajcrs^ti<ss-?* 

*58!B?Lik»J: OttSMfflii, #a&£<!<>9 

3u*a*©»&©»iirtc»5T5©#-fifciT 

c ©ig£. RSB^^ ©£?£#©Wg*+ 
£Ef70#«#*5o tt-tftt«3)tf. -JfeC 1 V m 
El±©ttT ifife&T h t . a * ©&&£*Bj£j<fci £ 

R«3H*©ffil03H*fffi©fiE»tLTffl^*Ct 



*3S!B9Lft»JtO'X5M3H©»4flli. 
tLT-ffilC. 1 - 1000«£/IhIT$> 4. T 
-ttC 1 - 200n«/(sl-C* 5 e 

x 'J ■> > B > * x * -f * 4 ;* ? v x h 3 

C % 7A*f 5 WB) ©tt*±©«fflttfi*e 
©MBA*S£«L* 



®fi£T4£138©lfll4>33*©8a*»I1i6£ Lfc c 

©Rff^©3?£tt^5a«t^wi. 
^Bjc<to^*rfi£$n^fe©T*^o 

* So 



—246- 



c % % m i 

HTC, #1 £ L T . * % «fl C ffi -5 T a * t 9 ■> 

^cn^tDoicpg^^n^ © -e n ^ c £ n sjj 

6 T * 6 o 

ta + t 9 ->>B 3igftt;aS8W*u->^yO. 5 

g * $ □ □ * $ J — (1/1. v/v) 

'J *»ttffi«* 8 rfftiJU *tVt^--c 

T10«£EJ££ Ufc*. ?X#T. fl^tt* *->'^--f 
IT- ( 7 5 v 7 > tfM 8 5) T?607>Rfl3Ub 
LSAraWtt TA*-f 9 *>>B*£WT*?Wb 

T a * r 9 •> v B 3 g J: C* 85 & ?fJ u •> ? ^ 



55 GO -T 4-17373^(5) 

Initio ffl 3Ub tt * v h > - if 0 9 ^ S + 
^ tM r - ic o K H ?Ub L . #^i6Taffl/A 

SJigP! 3 

T a * -f 'J ^ v B 30ogSa ftSSlPPH u •> * >o. 5 
g d o * ji/A/y ^ j -;u(i/i, v/v) 

0.24M^ U * »J 8 rf^jDJt. fr-t^TM 

f-flQJILffl?L^«i1-4 a fit, 0.24M^ 
9 -t r; Jo* TlOnrftC^S L tfe . * ft 

t s a § at * * * >r ir ~ {-x? >y ^ ^ 

18 5) T60»M3LflS LTe*T»fflttT a*^ 

9 ^ ^B**=(rr*?ift3H*»fc. cot©*?* 

TA + r 9 *>>B 2 g»8J3P»ui'*v30g* 



#j60r t? ftrSfi^ U :nic, 0. 24M ^ 9 ± 9 > 
l00m£Jnx. * * i *v-vm& LJ131 
ft « £ T £ „ &%il%L* 4 9 u 7 )\, 4 ? 4 *f - 
K X 0 i$H?Ub t . $ fc»T StaHtt T a * -f ij *s 
> B*£WTS?Ufc3H*f*fc« £©fc©**£C 

T a * r 'J '/>B 1 ng&t;»359U8u*>*>0. 5 

g*^D-t;K/>^-;|,(l/i J / v ) 

0. 24M^ 9 * 9 8 rf*;ta;U *^i;t>f 

LagUbfctT*. *LT. 0.24M^ 
9-t 'J ^**fc*J)D;LT10n£lc;ESLfcSK fl^ 
ft * * 7- 4 7* - ( t* y y v > * f ^ 1 8 5 ) 
T60#M3Ufc LTfifcTaatt r a * r U > > B 

saw 6 



g , is i 'J X M JU.t7 7 rf ->^i/^ij t o-;i, 
0. lg* 9 o □ * ;i, A/> ^ y - ju (1/1. v/v) £fc 

0. 24M^ 'J -fe U v^c^ffi 8 m£^Jnx. * * j; 7- >( 
f-"Cfi^LiHft«it5 0 f LT, 0.24M^ 

'J * 9 ^*««^-iidx.tioi8£k:s$ t fca. a^ 

K^n^f - (r^VV *f;H 8 5) 
"C6D5*M?Lft LTSfcTaattTA*?- 9 ^ >B 

>0. 4g> :PXf d-^0.1^;od*;u/> 
^ / --M1/1. v/v) fift 100tt£«TfE^«fi? tfc 

^(CB^^r^o cntc. 9 «7 ^ h 8 

^o-E:UT. 9 Hy 0 \ -xk&mZtatT i0«£ 

1 8 5 ) TBO^MRft Le»ra«nc 



-247- 



fc©*#&»::&^#*SfciSLfciaSS?H*£^<, 

aji&pj 8 

*&!li©T a * r U *>>B£*r?L<fc 

# tt « C *> t> T li > iU8i07A*f 'J-^BK 

&t*K*41 : MfiW 1 Tit •9nfc*38M©T a 
* r II > ^ B £=fif ?Ufc3Ho 

&t*&**2 : MiSOT 3 T» &n/t*a?B©T a 

9 A ?) 



?ira¥4-17373U(6) 

ij * Y 4 jv * 7. 7 t ■>* ^ 3 U ^ : *>' S 'i * h 4 
jv * * 7 t * ■>* )V 7 'J * a - ji/ = 7 : 3 © ^ ^ ht 
JiO^i" 7 ^^^^ 7 'J 7 - A £ 6 tMi BS S ffl 

BISSAU 

M^^^Tf'^^Jy : >* 5 'J * i- 4 ^ + 
x 7 7 ^ JU ^ i; -t o - = ? : 3 © ^ tb <t 0 

tto. asttJBiaftcii $ n & * * - ^ - 5 / 

tj # y - A & o 

-jia-7> 7 'J *V-A^a?n47A^f 
U *> v B £W r J * v - A9SJH 0 



w^7-y h#muincjtr5*jfliftfflc-=>t^rtt 
Lfc£^> »jitt« i ii. &*>t©&£ ( O. lu 8 

/rfJH±) ©TA*r r J f >B£ia7?giifi«i 

|S|«CTA*^9^yB t ^©fcofcJtoSft** 
K&W 2 : in »Uo &fegfe«gft 

g) *jso* £*©tat*attftc;$fisi«w*g8> 

ft4 lB$lffl&©fl£C.*$£&fc«Ht*t.>rn 
&Qtt©Q5*3 1* tt*-73 3 



ft 4 tft 725* Rfl & © *U £ C J: S i & tt K« I* fr^r 

&72^M-efffi5L/ra^©§ttS«»m^as^"c 

f?I&Bti$l £ L"C S D 7 ? ^ (itm^250& 
O&B&rt&^Lfco IJk4DttTA*f r/^Bi 

yBoac*?«a«(*^o"»' v^77^-ict^s: 



-248- 



a + -f 'j •>yB&fc&£TifZo 



SI : T A : 


* f 'J ■> ^ B © 9 n- S 




WS84>&£ (/ig/g) 




SGPSJ* ( 0 . 1 ) jaT 


&t*H*4 2 


( 0 . 1 ) SIT 


SfflHKW I 


1 . 4 ± 0 . 1 


ffl a *4 2 


1 . 3 ± 0 . 3 


«JW»W 5 


1 . 5 ± 0 . 4 



(¥%&±m&®£^ n - 3 ) 



»Bn¥4-17373B(7) 

0»flSf*3Jft4L^o tt4filiTA*f !) '/vBi 
UTlng/kgit, 24^R8«ICsf 3 ®J9:4 Lfc. 

(BUN) *ffiIS©fl!£* v »• *fl§t^T»£ Lfc 



H lit ft! 4 : Wfofemm 



*2 : W«tt©Jllifll±{fc3*fifftt 





BUN 


(■g/ ) 




1 4 . 


7 ± 1 . 7 


fctt&fc 1 


1 4 . 


3 ± I . 9 


fctt&H 2 


1 5. 


0 ± 2 . 1 


JfSRKtt 1 


2 9. 


2 ± 2 . 6 


2 


2 9. 


9 ± 2 . 1 


tfJBttH 5 


3 7 . 


8 ± 5 . 4 



C¥!$*±«*fflSK n = 3 ) 



Tic t^Ts^n/:* 

5 : Jh»flg«g 
HllttftiLrSDIiHt?^ (ttSltfl250g 
) *ffi^#*©*{*K»RCJ»,««H*«»RJ: 

»RJ: 0d>fl»JllLJllltt*#fc o JtoS^OTA* 

ifcf&t : H. Hosotsubo, et al. , Antimicrobial 
Agents and Cheap therapy. 32 . 1103 — 11 05 

(1988) £©©£#£# Ufc) ICTjllSLfc. * 
©£&*H 1 IC* Lfc 0 

*a?B©TA.-fc-fPi'VB^^aft3Wli. 
ffi3S£)0^nT^5 U # v - A©3WRc;B&K5l3WSa 



-249- 



33 ic tt ^ > t a * r 'J ^ B © 85 £ & 4» fi © 
&VtW 6 : £gSStt^©%»!9#fTtt 

fi£Sffltt^©a&»fTttlCO^TS*aLfc. 
SIKtt«jiLTSD]f5«tt7 7 1- (ttm^ 250g 

* £ o aWft + ©TA*-fij^>B«l«lii« 

S tt ? ° ^ ^ ? ? - c r © £ L „ 



ttGfl¥4-i7373<; (8) 

JfliCtt-** WiifcEIB& (S531r»ffi> ^©$m 

a » M 7 : K^ggaas 

&tt&tfiao c #ttlitf2©&3H&?©&*3 

0. l J timJ£i±©fe^^^^^^o/r 0 
SJ^.*%bJ©TA + t'J->> B££5Ub*m. 

iifi£? nidi <* n/^o 

8 : in vitrofigS&Eft 
^Zf o -JS&ICT A V ^ffl (C. Albicans)* 
©a<*HHRc;ttatttt*a*K:S 

iJ'^Bat^ft, ^^^©KKfflrSfe^gPfia 



fiP5, *»!B©TA*-fi|^yB**9l{t3Hli. 



S 3 : (in vitro) 







1 
1 

#m&ft 3 


0.10 JE1T 
0.18 £*T 
0.20 KIT 
0.14 JEIT 



4 . BB©ffi«fX8tH 

Jca^UfctftoHaS^TA^-rU f > B ©£2&}£ 



a <^ig/in£) ttn^n*LT^4. omi* 

OEaiifctt&tt 2 ©$£ 

DBai**rRi8f4 1 ©a&*. ami**.* 
8*42©$^*. AQiau»aa*i 5 ©a^«. 

«IA #S± Prm £ (flh l g) 



-250- 



1SRI¥ 4-173736 (9) 




9JWWII t 

2 



^ ii^fr f/U C i * > 



U£l J Ifn DJL *']■* zt'^e Ul! Jtfl W 



-251- 



